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DETAILED ACTION 
Continued Examination Under 37 CFR L114 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 . 1 7(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 8/1 1/2003 has been entered. 

In the response filed 8/1 1/2003, several claims were amended (claims 1, 5 & 9). Claims 
1-7, 9 and 1 1 are pending and under consideration in this application. This action is FINAL. 

Claim Rejections - 35 VSC § 112 
The following is a quotation of the first paragraph of 35 U.S.C 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-7, 9 <& 1 1 remain rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This rejection is maintained for reasons of record in Paper No. 14 
mailed in April 8, 2003. A response to applicants' arguments follows. 
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Response to Arguments/Written Description 
Applicant's arguments filed 8/1 1/2003 have been fully considered but they are not 
persuasive. The response essentially argues: 1) it is unnecessary for applicants to set forth the 
sequence(s) of naturally occurring protein variants for the written description requirement to be 
satisfied, 2) SEQ E) NO: 2 provides a sufficiently representative embodiment to describe the 
broadly claimed genus for the purposes of written description, 3) identifying naturally-occurring 
variants of SEQ ED NO: 2 would not require undue experimentation, 4) applicants have shown 
that 29p will enter mammalian cells and methods exist in the art for affixing agents to a protein 
without eliminating the protein's fiinctional properties, 5) applicants need not teach the specific 
29p domains responsible for cell entry for this purpose, 6) the term "agent" is clearly defined 
throughout the specification (e.g. page 9, lines 22-33; page 10, lines 1-24), 7) the specification 
need not contain an example of the invention if the invention is otherwise disclosed in such a 
manner that the skilled artisan would be able to practice it without undue experimentation, 8) the 
Berendsen reference is inapplicable because it does not specifically mention the 29p protein, and 
9) the 29p protein need not have an affinity for or naturally bind to the agent (i.e. in response to 
the statement made by the examiner that "the 29p protein must retain the ability to bind to any 
agent"). 

The response filed 8/1 1/2003 essentially restates each of the arguments made previously 
in response to these grounds of rejection. For this reason, all of the counter arguments made by 
the examiner in the Final office action mailed as Paper No. 14 are incorporated here by 
reference. 
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To summarize those counter arguments, applicants are claiming a composition of matter 
comprising a combination of 29p protein/agent covalently attached thereto/host cell type where 
the 29p protein retains the structural characteristics to allow it to mediate entry of the agent into 
the target host cell. The assertion that the 29p protein by itself provides sufficient description of 
the structural characteristics of the protein to allow one to envision a sufficient number of 
embodiments to describe the broadly claimed genus of combinations of 29p protein/agent 
covalently attached thereto/host cell type where the 29p protein retains the structural 
characteristics to allow it to mediate entry of the agent into the target host cell is unsupported by 
description or example in the prior art or specification. Applicants have not described a single 
example where any variant of the 29p protein has an agent of any type covalently attached to it 
and where the 29p protein mediates entry of the agent into any cell type. Nowhere in the prior 
art or instant specification is there a description of the domains within native 29p protein that 
allow it to bind to and enter cells of any type. Such a characterization of the 29p protein might 
allow one to predictably envision at least one embodiment that would necessarily meet the 
functional limitations of the claims (i.e. a 29p variant comprising an agent covalently attached 
thereto where the combination meets the functional limitations of the claims). Nor is there a 
description of the type of receptor(s) responsible for allowing entry of the composition into the 
cell. Such a description conceivably might provide some information regarding the three- 
dimensional folding characteristics of the 29p protein that would allow one to envision 
modifications of the 29p protein (including covalent attachments) that would allow the modified 
protein to fiinction. 
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With regard to methods of screening for specific combinations of 29p protein/agent 
covaiently attached thereto/host cell type that meet the functional limitations of the claims, these 
arguments are of little or no weight in response to a rejection for lack of written description and 
are better suited to an enablement rejection. With regard to the Berendsen reference, this 
reference is applicable to the present rejection because it discusses the difficulty in the art for 
predicting the 3 dimensional structural/fiinctional characteristics for any protein based on the 
primary sequence alone. Again, with regard to the functional domains within the 29p protein for 
entry into mammalian cells, the only information provided by the prior art and instant application 
is the primary amino acid sequence. Therefore, the reliability of any prediction as to how a 
particular variant or modified 29p will function in the context of the claim limitations is an issue 
with regard to sufficiently describing the claimed invention. As taught by Berendsen, such 
predictions based on primary sequence alone are not reliable. With regard to the ability of the 
29p variant to "retain the ability to bind any agent", as explained in the argument section of the 
Final office action, the examiner was using the term "bind" in the broader sense of how the 
binding (including covalent linkage) affects the 3 dimensional folding of the 29p protein and its 
ability to mediate entry into mammalian cells. The examiner concedes there are and were 
techniques known in the art for forming covalent linkages between different compounds and 
proteins. The problem is in predicting the effect of such covalent linkage on the protein's 
structural/functional characteristics. 

Claims 1-7, 9 & 1 1 remain rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
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was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This rejection is maintained for reasons of record in Paper No. 14 
mailed in April 8, 2003. A response to applicants' arguments follows. 

Response to Arguments/Enablement 
Applicant's arguments filed 8/1 1/2003 have been fully considered but they are not 
persuasive. The response essentially argues: 1) the traversal is based in part upon the arguments 
presented against rejection of the same claims for lack of written description, applicants disagree 
that the invention is complex, 2) the breadth encompassed by the claims is relatively narrow, 
embracing only mammalian cells, 3) the experiments in the specification showing 29p entry into 
mammalian cells, combined with routine methods of covalently affixing agents to proteins and 
identifying naturally occurring protein variants would enable the skilled artisan to practice the 
invention without undue experimentation, and 4) the concept of using a protein that can readily 
enter a mammalian cell to deliver an agent to the cell was known in the art at the time of the 
invention. 

To the extent that any of the examiner's arguments made above are applicable here, they 
are incorporated here by reference. Likewise, to the extent that any of the comments made in the 
Final office action by the examiner in response to applicants' arguments concerning enablement, 
those comments are incorporated here by reference. Again, applicants' arguments are essentially 
a restatement of the same arguments made previously. 

With regard to the complexity of the invention, the invention is complex in that it relies 
upon the ability of a given protein to be delivered into the interior of any mammalian cell, even 
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in the context of a modified form of the protein wherein it is covalently attached to some 
undefined agent. The invention reHes on the 3 dimensional structural/functional characteristics 
of a protein that can apparently bind some unidentified receptor(s) on the surface of some 
mammalian cells to deliver the protein and its cargo to the interior of the target cell. There is 
however, no significant guidance provided by the instant specification regarding what domains 
can be modified in the 29p protein by changes in amino acid sequence (i.e. "variants") and/or 
covalent linkage of an "agent" to the protein where the protein retains the ability to enter 
mammalian cells. Likewise, there is no guidance in the prior art or the specification as to the 
target receptor(s) on the surface of the target cells. Therefore, for at least these reasons, 
attempting to practice even one embodiment of the claimed invention would involve 
experimentation of an unpredictable, trial-and-error nature. 

The assertion concerning the breadth encompassed by the rejected claims is accurate to a 
limited degree. It is true that a genus including only mammalian cells is narrower than a genus 
encompassing any cell. Yet, there are an incredibly large number of cell types that fall within 
the claimed genus of mammalian cells and within the genus including all mammalian cells, there 
are an undetermined number that may possess the ability for 29p to enter the cell. Since the 
process of how 29p functions to enter cells and the receptor(s) responsible for its translocation 
remain uncharacterized, the breadth of the genus of cells encompassed by the rejected claims 
greatly exacerbates the complexity of the invention. 

To practice the claimed invention the skilled artisan would first have to envision a 
combination of 29p variant, target host cell, "agent" (e.g. small drug compound, peptide, nucleic 
acid, etc.), where and how to make a covalent linkage, means and dosage for delivery, etc. The 
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skilled artisan would then have to produce the 29p/agent composition and perform the 
experiments to determine the ability of the modified 29p protein to deliver the agent into the 
target cell. If unsuccessful, v^hich is likely given the lack of significant guidance from the instant 
specification with regard to the functional domains of 29p and the identity of any receptor(s) 
involved in the translocation process, the skilled artisan would have to repeat the entire, 
unpredictable process until successful, if ever. Therefore, for these reasons and those outlined in 
making the rejection, it would have required undue, unpredictable experimentation of a trial-and- 
error nature to make and use the claimed invention. Such experimentation cannot be considered 
as to be routine in nature. 

While it is true that the concept of using a protein to mediate delivery of an agent into the 
interior of a target cell was known in the art at the time of the invention, applicants' response 
does not teach the structural/fiinctional characteristics shared by the prior art proteins and 29p 
that would make practicing the claimed invention any more predictable. Therefore, this 
argument is not persuasive. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-7, 9 & 1 1 remain rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. This rejection is maintained for reasons of record in 
Paper No. 14 mailed in April 8, 2003. A response to applicants' arguments follows. 



Application/Control Number: 09/769,699 Page 9 

Art Unit: 1636 

Response to Arguments/112 Rejection 
Applicant's arguments filed 8/1 1/2003 have been fully considered but they are not 
persuasive. The response essentially argues: 1) naturally occurring variants of the 29p protein 
can be readily identified, 2) the meaning of the term "naturally occurring variant" would be 
clearly understood by one skilled in the art, and 3) so long as the metes and bounds of the claims 
are clear, it is irrelevant for the purposes of 1 12 paragraph whether the specific sequences of 
such variants, or the various domains of the protein are actually set forth in the application. 

Applicants' arguments are unconvincing in that there remains no basis for determining 
whether a particular variant of the 29p protein is "naturally-occurring" or not. The rejection was 
not made in terms of 112 1^ paragraph (i.e. characterization of domains, etc.), but rather on the 
ability of the skilled artisan to know whether or not a particular variant of 29p, having the desired 
functional activity, constitutes a "naturally-occurring variant" of the protein. Is the skilled 
artisan required to determine if a particular cannot be found in anywhere in "nature"? 
Applicants' response does not address this issue. 

Conclusion 

No claims are allowed. 

This is a continuing examination of applicants earlier Application No. 09/769,699. All 
claims are drawn to the same invention claimed in the eariier application and could have been 
finally rejected on the grounds and art of record in the next Office action if they had been entered 
in the earlier application. Accordingly, THIS ACTION IS MADE FINAL even though it is a 
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first action in this case. See MPEP § 706.07(b). Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS fi*om the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no, however, 
event will the statutory period for reply expire later than SIX MONTHS from the mailing date of 
this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gerald G Leffers Jr., PhD whose telephone number is (571) 272- 
0772. The examiner can normally be reached on 9:30am-6:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel can be reached on (571) 272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306, 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). 




sraldG Leffers Jr., PhD 



